Large childhood body size has been consistently shown to be associated with decreased breast cancer risk. However, it is important to consider the effects of a large childhood body size on other adult diseases. It is not clear if the associations between childhood body size and adult diseases will persist if they later attain healthy weight. The associations between body size at age 7 and 17 adverse outcomes in adulthood were examined using Cox models in a Swedish study of 65,057 women. Large body size at age 7, when compared to small body size, was associated with decreased risk for breast cancer (HR [95% CI]: 0.81 [0.70-0.93]) and increased risks for anorexia (2.13 [1.63-2.77]) and bulimia (1.91 [1.35-2.70]). Neither adjusting for adult BMI nor restricting the dataset to lean adults (BMI < 25 kg/m 2 ) attenuated the associations. While large body size at age 7 by itself was positively associated with increased risks of diabetes (1.34 [1.16-1.55]), PCOS (1.69 [1.13-2.51]) and hypertension (before age 60), the associations were no longer significant after controlling for adult BMI. No clear associations were found with the remaining adverse outcomes (cervical, uterine, melanoma, colon cancer, depression, ovarian cyst, stroke, hyperlipidemia, heart failure, myocardial infarction, and angina pectoris).
in identifying children with excess adiposity, thus missing a large proportion of those who are truly overweight, as determined from percent body fat [27] [28] [29] . Women may also find it easier to recall approximate body size during childhood than BMI.
Although childhood body size is recognized as an early-life risk factor for many adult diseases, most studies to date have presented the associations with different diseases separately in different reports. However, most of these articles do not emphasize enough that associations is not causation, and that while large body size during childhood may decrease the risk of certain conditions such as breast cancer, it could also elevate the risks of other negative health outcomes. With the rise of large cohort studies, it is timely to examine the effect of childhood body size on multiple adult health conditions in the same study to give a well-rounded overview of the risk factor. We thus examined a wide range of long-term consequences of a large body size during childhood on later life well-being in a large Swedish study comprising 65,057 women. The main aim of this study was to clarify the association between childhood body size and different diseases using the same set of women. We also looked at whether childhood body size is an independent risk factor after adult BMI is taken into account. As it is unclear if the associations between childhood body size and adult diseases will persist if the children later attain healthy weight, we performed subset analyses in women who were not overweight (<25 kg/m 2 ) in adult life and also in women who were neither overweight nor of a large body size during adolescence (age 18).
Methods
Study population. The KARMA (KARolinska MAmmography Project for Risk Prediction of Breast Cancer, http://karmastudy.org/) study is a well-characterized breast cancer cohort study in Sweden 30 . All women who underwent screening or clinical mammography between January 2011 and March 2013 at four hospitals (Stockholm South General Hospital, Helsingborg Hospital, Skåne University Hospital and Landskrona Hospital) were invited to participate. The mean ages of women at time of invitation and recruitment for the parent cohort were 53.7 (standard deviation [SD] 9.9) and 54.6 (SD 10.0) years, respectively. Approximately 53% of the recruited women were postmenopausal. Each participant gave informed consent and this study was approved by the ethical review board at Karolinska Institutet. A flow diagram of how the analytical cohort of 65,057 women was derived after the exclusion of 5,710 women with missing information on age, childhood body size and common diseases is shown in Fig. 1 .
Assessment of childhood body size. Body size at ages 7 and 18 were assessed using the Stunkard Figure Rating Scale 31 in the KARMA questionnaire. The well-validated nine-level pictogram illustrates body sizes ranging from extreme thinness (category 1) to obesity (category 9) 32, 33 , which we grouped into three major categories (small [categories 1 and 2], medium [categories 3 and 4], large [categories 5 and above]) 34 based on visual assessments of how similar the body sizes were. The major categories of childhood body size (small, medium and large) were treated as a semi-continuous variable (coded 0, 1, and 2) to estimate linear trend. Childhood body size was also evaluated as a continuous variable (nine levels). Childhood BMI was not collected.
Linkage to Swedish Cancer Register. Linkage to the Swedish Cancer Register (last updated 2013-12-31) was performed using Personal Identity Numbers, a ten-digit number that is unique for every resident in Sweden and used in all health-based registers 35 . Established in 1958, the Swedish Cancer Register is known for its high quality and coverage 36 . Although the Swedish Cancer Register includes all cancers (n = 5,346 in our study), we included only five specific sites (breast [n = 2,733], cervix uteri [n = 222], corpus uteri [n = 259], melanoma [n = 551] and colon [n = 235]) in our analyses in view of the number of events available for meaningful analyses.
Self-reported adverse outcomes derived from questionnaire. Participants were asked "Have you ever been diagnosed with any of the following by a medical doctor?" for 13 non-cancer adverse outcomes: diabetes, hypertension, hyperlipidemia, myocardial infarction, angina pectoris, heart failure, stroke, pre-eclampsia, polycystic ovary syndrome, ovarian cysts, depression, bulimia and anorexia. Corresponding years of diagnosis were also self-reported. Pre-clampsia was not included as an outcome of interest as it is a condition that occurs only during pregnancy. Statistical analysis. Using Cox proportional hazards regression models, the associations between childhood body size (small, medium and large) and 17 adverse outcomes (5 cancers and 12 common adult diseases) were assessed. As the risk factors for pre-and postmenopausal breast cancer may be different 37 were stratified by year of birth (≤1950, 1951-1960, 1961 and later) to control for cohort effects. Women enter the analysis at age 7 (left-truncation). For each outcome trait studied, follow-up time was until age at diagnosis of the trait or age at questionnaire. The proportionality assumption of Cox regression was verified using scaled Schoenfeld residuals (cox.zph). The assumption of proportionality was violated for one outcome -hypertension. The time-dependent hazard ratios for hypertension were therefore estimated using flexible parametric survival models (stpm2 module in STATA).
To investigate whether the associations between childhood body size and common diseases in adulthood were independent of adult BMI, we adjusted for adult BMI. To investigate whether childhood body size was associated with common diseases in adulthood for women who were not overweight in adult life, we repeated the analyses in a subset of women with adult BMI < 25 kg/m 2 . To investigate whether childhood body size was associated with common diseases in adulthood for women who were neither overweight in adult life nor of a large body size during adolescence, we further repeated the analyses in a subset of women with adult BMI < 25 kg/m 2 and of either a small or medium body size at age 18. In summary, we ran four models for each adverse outcome: no adjustment (*), adjusted for BMI at questionnaire (continuous, kg/m 2 ) ( †), no adjustment for a subset of women 51 (1.34 to 1.71) 1.86 (1.65 to 2.10) 409 1.84 (1.61 to 2.10)  368 1.89 (1.64 to 2.19 )
Continuous 498 1. 25 (1.18 to 1.33) 1.40 (1.32 to 1.49) 409 1.39 (1.30 to 1.48 Continued with BMI less than 25 kg/m 2 at questionnaire ( ‡) and no adjustment for a subset of women with adult BMI less than 25 kg/m 2 and either small or medium body size at age 18 ( §). The described analyses were performed in R (version 3.3.1) 38 unless otherwise stated. All analyses were performed in accordance with relevant institutional and national guidelines and regulations.
Restricting analysis to breast cancer controls. In Sweden, the proportion of breast cancer among all incident cancer cases (2010-2014) is 27.6% 39 . As women attending clinical mammography were also invited to participate in the KARMA study in addition to women attending screening, breast cancer cases are overrepresented in the KARMA study, contributing to over half of all cancer cases studied (Supplementary Table 1 ). In this study, the overlap between women with any common disease and breast cancer ranges from 5.5% to 9.6%. Given that childhood body size has been reported to be associated with breast cancer risk in opposite directions to those of other health outcomes, we repeated all analyses on a subset of 62,324 non-breast cancer participants. Table 2 shows the associations between childhood body size and five common cancers in adulthood (breast, cervical, uterine, skin and colon). A significant dose-dependent inverse relationship was observed between childhood body size and breast cancer. Compared to small childhood body size, large childhood body size was associated with a 19% decrease in breast cancer risk in the unadjusted model (HR large vs small *: 0.81 [0.70 to 0.93], P continuous * = 0.005). This association was found to be independent of adult BMI (HR large vs small †: 0.79 [0.68 to 0.91], P continuous † = 0.001). Neither restricting the dataset to adults who were not overweight (<25 kg/m 2 ) (HR large vs small ‡: 0.73 [0.59 to 0.92], P continuous ‡ = 0.011) nor further restricting the dataset to adults who were not of a large body size at age 18 (HR large vs small §: 0.65 [0.49 to 0.86], P continuous § = 0.013) attenuated the association. The effect sizes of the associations between childhood body size and adult breast cancer risk stratified by menopausal status were appreciably different in the crude and BMI-adjusted analyses. However, the reduced breast cancer risk appeared to be more pronounced for postmenopausal breast cancer in a subset of women who were lean during adolescence and adulthood (HR large vs smal § l : 0.55 [0.38 to 0.81], P continuous § = 0.050). No clear association was observed between childhood body size and any of the other cancers studied (cervical, uterine, melanoma and colon). Table 3 shows the associations between childhood body size and eleven common diseases (depression, anorexia, bulimia, PCOS, ovarian cyst, diabetes, hyperlipidemia, stroke, heart failure, myocardial infarction and angina pectoris). In the crude analyses, when compared to a small childhood body size, a large childhood body size was associated with nearly two-fold increased risks with both anorexia (HR large vs small *:2.13 [1.63 to 2.77], P continuous * < 0.001) and bulimia (HR large vs small *:1.91 [1.35 to 2.70], P continuous * < 0.001). Similarly, larger childhood body size was associated with increased risk of diabetes and PCOS in a dose-dependent manner (HR large vs small *: 1.34 [1.16 to 1.55], P continuous * = 0.021 and HR large vs small *: 1.69 [1.13 to 2.51], P continuous * = 0.007, respectively). The increased risks for diabetes and PCOS conferred by larger childhood body size were attenuated when adult BMI was taken into account (HR large vs small †: 0.97 [0.84 to 1.13], P continuous † = 0.005 and HR large vs small †: 1.25 [0.83 to 1.88], P continuous † = 0.331, respectively). No clear dose-dependent associations were observed for depression, ovarian cyst, stroke, hyperlipidemia, heart failure, myocardial infarction and angina pectoris.
Results

Participant characteristics.
The HR and corresponding 95% CI changed over time for the association between childhood body size and hypertension (proportional hazards assumption violated for this outcome), and was thus examined using flexible parametric models (Fig. 2) . In the crude analyses, childhood body size was associated with increased risk of hypertension before age 60, but not afterwards. The increased risk was attenuated when adjusted for adult BMI. Similarly, larger childhood body size did not appreciably elevate adult hypertension risk among women who were lean during adolescence or adulthood.
In the sensitivity analyses, we did not find any appreciable changes to the results associated with non-breast cancer outcomes when restricting to non-breast cancer participants ( Supplementary Tables 2 and 3 ). Table 3 . Hazard ratios (HR) and corresponding 95% confidence intervals (CI) for the associations between childhood body size and self-reported common diseases in 65,057 women. Statistically significant associations (P < 0.05) are presented in bold. * Stratified by year of birth (1950, (1951) (1952) (1953) (1954) (1955) (1956) (1957) (1958) (1959) (1960) 1961 and later). † Stratified by year of birth and adjusted for body mass index (BMI, kg/m 2 , continuous) at questionnaire. ‡ Subset of women with adult BMI less than 25 kg/m 2 , stratified by year of birth. § Subset of women with adult BMI less than 25 kg/m and either small or medium body size at age 18, stratified by year of birth.
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Discussion
In summary, our results suggest that childhood body size is an important risk factor for breast cancer and eating disorders that is independent of adult BMI. The associations between childhood body size with other adult diseases such as diabetes, PCOS and hypertension have to be considered in the light of adult BMI. An inverse relationship between childhood body size and breast cancer has been consistently shown 1 . As adult obesity is an established risk factor for postmenopausal but not premenopausal breast cancer, the apparent protective effect that a large childhood body size has over a small childhood body size for both pre-and postmenopausal breast cancer has been much discussed [40] [41] [42] [43] . Considering that childhood fatness is typically associated with earlier menarche, which is in turn associated with high breast cancer risk, the inverse correlation between childhood body size and breast cancer risk is counterintuitive. However, the inverse association has been shown not to be mediated by adult BMI or menstrual characteristics 44, 45 , which suggests that an excess of adiposity during childhood might prevent tumorigenesis through other mechanisms. A possible explanation is that the increased exposure to estrogen from the extra adipose tissue at a young age induces a persistent upregulation of tumor suppressor genes 46 .
While much interest and attention is generated by the conclusion that a large childhood body size reduces breast cancer risk, it is important to evaluate childhood body size alongside other health outcomes. Not unexpectedly, obesity in childhood has been shown to be a retrospective correlate of eating disorders such as bulimia Figure 2 . Age-dependent hazard ratios (HRs) and corresponding 95% confidence intervals (CIs) for hypertension, large versus small childhood body size. HRs were estimated from flexible parametric survival models adjusting for year of birth (crude); adjusting for year of birth and BMI (BMI-adjusted); restricted to a subset of women with adult BMI less than 25 kg/m 2 and adjusting for year of birth (lean during adulthood); and restricted to subset of women with adult BMI less than 25 kg/m 2 and either small or medium body size at age 18 (lean during adolescence and adulthood).
in later years 47 . In a large UK-based study, Micali et al. identified body dissatisfaction in children as young as eight years old to be prospectively associated with dieting and purging behaviors during adolescence 48 . Discontent with the size and shape of their body might subject children with larger body size to undue pressure from media, family and peers, putting them at risk of eating disorders in their teens.
Other common diseases that are hypothesized to have beginnings in early life include a range of cancers (other than breast cancer) and several adult obesity-related morbidities 3 . A high BMI in childhood has been shown to frequently persist into adult life, where obese children were five-fold more likely to remain obese later on in life compared to those who were not obese 49, 50 . As our data showed that the increased risks of diabetes and hypertension conferred by larger childhood body size do not persist after controlling for adult BMI, it is likely that the associations between childhood body size and these diseases are driven by adult BMI. Similarly, in the Nurses' Health Study, it was observed that children who were of large body size were not associated with an increased risk of diabetes if they became lean in later years 51 .
Unexpectedly, no clear link between childhood body size and cardiovascular diseases was found in our study. However, a systematic review and meta-analysis of more than 30 studies by Llewellyn et al. suggested that childhood BMI is of limited accuracy in predicting adult morbidity, reason being that less than a third of the adult morbidities developed in children who were overweight or obese 3 . On the contrary, the majority of adult chronic diseases (~70%) occurred in children who were of normal weight 3, 49 , which could possibly explain the absence of associations between childhood body size and cardiovascular diseases in adulthood. Other studies have also reported that an independent contribution of childhood body size in affecting blood lipid status, insulin levels, metabolic syndrome or cardiovascular disease is unlikely 52, 53 .
The main strength of this study lies in its large sample size of close to 70,000 women. Other works that have simultaneously examined multiple long-term health risk outcomes with respect to childhood anthropometry in a single study include smaller studies such as the Scottish Mental Survey of 1947 (4,620 participants, of which approximately half are female), a Swedish prospective study of 504 children (271 girls) with 40 years of follow-up and the Harvard Growth Study of 1922 to 1935 (508 lean or overweight adolescents aged between 13 to 18) [54] [55] [56] . An additional strength of this study is that cancer outcomes were identified through the long-standing nation-wide Swedish Cancer Registry, to which the reporting of all newly diagnosed cancer cases is compulsory. The Swedish Cancer Registry was founded in 1958 and shows an almost complete coverage due to extensive monitoring and requests for missing data 36 .
While the five cancer outcomes were retrieved from Swedish registries, it should be noted that the study used self-reported medical histories of the participants to study seven other common diseases, for example, hypertension and diabetes, which are typically diagnosed in primary health care 57 . Unlike inpatient or hospital discharge records (complete coverage since 1987 58 ) or hospital-based outpatient physician visits (from 2011) which can be retrieved from the Swedish National Patient Register, primary health care data is not tracked on a national level. However, good agreement has been shown between patient-reported comorbidity events and information abstracted from medical records 59 . As with all studies using survey-based data regarding events or experiences from the past, recall error due to time and memory failure is a limitation and can bias our estimates towards the null. This is especially true for the conditions which usually affect younger women, such as polycystic ovary syndrome, ovarian cysts, depression, bulimia and anorexia. However, individuals are unlikely to forget if they have ever been diagnosed with one of these conditions. It is also possible that women participating in a mammography screening program may have a differential recall of non-breast related health events. Another point to note is that since KARMA comprises participants of a nation-wide mammography screening program, the generalizability of our results may be limited to a more health-conscious group of women. However, since the Swedish health care system is mainly government-funded and decentralized and all women essentially have the same access, the study should represent women from a wide range of income levels and backgrounds. As childhood BMI was not collected, it was not possible to validate how closely recalled somatotypes aligned with childhood BMI z-score. However, this measure is well-validated by others 32, 33 and is currently used to assess recalled somatotypes in several large, ongoing prospective studies, including the Nurses' Health Study 60 .
Our findings provide perspective for the wide range of long-term consequences of childhood body size on later life well-being. While further research on inverse association between childhood body size and breast cancer will help us to better understand the etiology of the disease, other negative health outcomes of childhood obesity in adult life need to be weighed simultaneously in the light of the apparent protective effect against breast cancer.
Availability of data and Materials. The datasets used and/or analysed during the current study are available from the corresponding author on reasonable request. Ethical approval and consent to participate. Each participant gave informed consent and this study has been approved by the ethical review board at Karolinska Institutet. All analyses were performed in accordance with relevant institutional and national guidelines and regulations.
